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Compsn. for treating C-@erbB@-2 producing tumours - comprises 

adriamycin bound to monoclonal antibody specific for peptide from 

hydrophobic extracellular region of C-@erbB@-2 
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Priority Data (CC No Date): JP 91303845 (911024) 
Abstract (Basic) : JP 05117165 A 

(1) The anti-tumour agent contg. the antibody to adenocarcinama 
membrane protein and the antibody binding anti-tumour agent, is new. 
(2) The anti-tumour agent in (1) of which antibody binding anti-tumour 
agent is anti-tumour antibiotic, is new. (3) The anti- tumour agent in 
(2) of which antibody binding anti-tumour agent is adriamycin, is new. 
(4) The anti-tumour agent in (1-4) of which the antibody is monoclonal 
antibody to the peptide of hydrophobic extracellular region of c-<?erbB<a 



-2, is new. (5) The anti-tumour agent in (4) of which the antigen is 
the peptide (His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val - 
Gly-Glu-Gly-Leu) , is new. 

USE/ADVANTAGE - The anti -tumour agent has stronger cytotoxic 
effect to c-@erbB@-2 producing tumour than using adriamycin only. The 
side effect of the new agent is decrease. 

In an example, mice were immunised by the peptide 
{His-Thr-Ala-Asn-Arg- Pro-Glu-Asp-Glu-Cys-Val - Gly-Glu-Gly-Leu) as 
antigen. The immunised spleen cells and ASP2/0 were fused and the 
hybridoma was prepd. The monoclonal antibody was prepd. from the 
hybridoma. The monoclonal and SPDP were mixed at 30-150 : 1 and reacted 
at 30 deg.C for 30 mins. SPDP-monoclonal antibody and SPDP-adriamycin 
were reacted at 4 deg.C for 90 mins. in the soln. contg. 50mM 
triethylamine, 50mM NaCl, and ImM ethylenediamine tetraacetate (pH8.0). 
The monoclonal antibody binding adriamycin was added to the 
adenocarcinoma (expressed c-@erbB@-2) cell culture. The cytoxic 
activity of the anti-tumour agent was dependent on the expression amt . 
of c-@erbB@-2. The same IC50 as adriamycin use, was obtd. by 1/20 vol. 
use of the new agent. Dwg.0/1 
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@C12P-021/08<a 



(19)B#B#ittT (JP) 



«2) & m 4# & m (a) 



#^¥5-117165 

(43)&IB0 ¥j£5 ¥0993) 5 £140 



(5i)inta 5 mwm fi minium 

A6 1K 39/395 L 8413-4C 

31/71 8314-4C 
39/395 T 8413-4C 

C 8413-4C 

7236 -4B C12N 5/00 B 

&sat# *st# »*a©gc5(^ 7 h) mm\zm< 





#^¥3-303845 


(71)tBISA 


591143250 








±E ma 


(22)WSB 


3 ^(1991) 10/3240 




JftftSBfri&KFlillJtW 2-10 








000000192 
















3fOT*iK23T§12#4^ 








± ffl a a 








m^«BSi1SEmaJW2SlO^ 








-fyrU^£504*t§ 






(74)«aA 


#3± Fffl 



(54) vwmzm mm 



(57) [gift] «giEW) 
[fltfiW JSaeTC-e r bB-2jg«!i(DgeRT5 

r b b - 2 m3i-?zmmi&\z%i%mzftm-r 



—657— 



(2) 



5-117165 



[&f?a?$<D«5ii] * 
z. t ztmttzmim 2 ©tfagsi. 

[fiMc«4] jgjte? c-e r bB- 2&&©geR* 

His-Thr-Ala-Asn-Arg-Pro-Glu-Asp 

[000 1] 

b b - 2 <Dmm&m^zm&mz®&&fzmimzvk 

[0 0 0 2] 

[t&fc©&fl!J 7YV7^-ii/> (Adriamyci 

n) i>mmmxhu^Y-^.±x • ta- • a*;v 

• ^r^^X (S t r e p t omy ces peucet .3? 
iusvar. caesius) #>S£jScf:ft.<54n£$J 

»rttiH*2*»i. rgig^b^ an -mmt&tn 

©#t£fi§ttffiW-j £jl|ft£ (US 5 5-9-2 0) p. 
4 74-47 5), M8©fe*Cfi. ^tLTrOTH 

[0 0 0 3] L#Lfc#e. 7HP-7-7-f-»CIS6)T 

8**-C€?fcH©a*EttT?&£. 
[0004] 

l%Wi>m&Vl:5 t?Z>WM} #5SW©BfcJtt-r<"tl 

8rfcK:ra5rrs©Tttfc<» IS£©«jB$riJ£*iJfflUfca< 
^■€-©l'Jf^ffl*j£<6MlJ-U«)S>'X-rA&»ffcKH% 
T-5 e: t <£ g WfT5 ^©T*^. 
[0005] 

[I£S£&fcTSfc*©#gH. -LEBWfcit 

•efeW^^Sf*^ietao, nf^ffl©rasfeSM$n 

[0006] ^^T^ffi*>^^M©ife*. am. »fc 
b - 2 <D%mm®* -rtLttm&mnm&om&mzti 

U emt^fiSJMt©^^ (conjugate)* 50 



« i 3 ©v*rn# i ^©ttffiSJ. 

[fil#B5] ttJg7l^Tg©ftl-C^nS73/KE 

wt^rr*^^ HTab-s r t S:#ist-r5ES*«4 © 

[fcl] 

-Glu-Cys-Val-Gly-Glu-Gly-Leu 

[0007] r*toft*»wi4. iattsfc^Tsfitsai 
[0008] *«wic*v»T»i, mtim&omm&K* 

H £ U &S&fttf* * U 7—9. B 

[0 0 0 9] iEOi^fcttMtUTlJ, KBS&SS: 
S5*£T c-erbB-2 ©]fflS£tt«ftK t UTWfl 

issk d a©njratt©»eiwte*nT 

v»*©t?» cnft-€-©**x»-t©a»^^H€t(tH 

[0 0 1 0] tfctfc^Ttt, c-erbB-2^© 

BB*T5yaj»n©in?. ins»c«»ttat*« 

*ttfi5&©^y? H (75/ KSS»*5 10-20) * 

aiiBftWftWfcBirrsjit*^**©^ 

#j t u 86 5 c i fc «t o t*^k -r <nfc$i 

«#©»*tt**»TKc*3»ftifi[«»*«arr*fc 

[ooii] trtn^^HtLTtt, ^j^tf^iai-*# 

niicttfliTS***. ;in©»K:iB£sn«<b©'caft 
<, i~4©^?Ht>*iijt^-rs^t*tT*s. 

[0 0 12] r©J:9&SiB«>&#fc£lt#:a. ^«©tt 

fflBt»-&*b»TBWtra»&«aB«ift«Jt-r*© 



—658- 



(3) 



®$I¥5-1 17 16 5 



•v&zw. ^y^Hfe 7)1* 

)VK.m. &^8^©^^j£©Kaw * 

[0 0 13] *^Ktbfc^oTlSS«BlfiWl^gaR* 
gIST3ia#£ig&1iLfcSfn^£LT«, 7YV7 

©#Hjas«ti/T»*o'b©«ci6«f en* : 79* j 

hV-f -»•£©&., 
[00 14} 

Ttt4-&©Wftic£fcfc«ft£&v>#, si%rm#:© 

39»«»TK<««ftft]E«l."3aaHcBlt"r*Ct!4«T l 
&5£V>5tNfe£$'r«t>©'C&&. LfctfoT. *» 

ft8£KBLfca^&4MW> * 

bT*©ite*WfflBrtlcKAU ^ntNBffciftft,!: 
*ftbTV»*7HW7^5/>«©aai0il'bMBrtfc« 

AU ^©MAbfcfitS?B^!B^)K©*imSrE^r^fe 

©titans. 

[0015] *a<flicfl(«aetiaj»M>»« 

*jS3K3Wti(i[*t©asft»s*n»i«»fcbTcnfc«ffl » 

$n£&«xraW8l©il#£iO*T. B#. ¥H#Xli 
&#©^T. 8D84*|©S*. *M8*ie©#gDS# 

[0016] mu^orctbosmtvxu, a 
%mm. mmm. ^uym. ^wmi. xu*-»p 



*#*tfsn*. #ana*©fc»©«iifcbTtt. a 

<. Raai. *fi*K £ 

mmm. mnm, *ww*©ft*flisn*fe«* 

[0 0 17] *£$£««im&tt©&5*tt. *© 

as, ftaft»L?Kttt*tt©ttsi, »£© 

■HSt*©»£ttli6A»i 0 S 0 1 H t«»|jl» (*• 
®) £0. 0 1~1 0 0 Omg/kg, JSFf:L<»0. 

1-10 Omg/kgfiW. 

[0 0 18] *»Wfc*V»T«UBT*tt#tt» ' cn*-*- 
tfXfc*#bTH*L&»#, 4>ft< tfcl 0 Omg/V 

*-©&#*«, -aC*£A©«£, 4 0mgS8 

U SA18:#©fif£;lH:5 0 0mgT&9, T^XO* 

&tt50 0(tg D . T#B5U 

fc«SS^&#©3Stt«tttt n n £ ©a^u i v> 5 c t i 

£t>» #&£mJ##K£±tt#ilV>*>©Tafc£. £4 

s. 

[0019] 

c-erbB-2j|ifefl:J;oT3-H 
StlfcSWWfi^Ch o u - F a s ma nOj 

a/v/^KSf&aju **'J7-ae«ia»&u -en 

T, c-erbB-2 ©aatfBasnTUS&aaUB 

*sK-BR-iiiic*rr«K&tt£. 

fcELi sASren^, TfasiT^snsfiis©^ 

[0 0 2 0] 
[*1] 



-659— 



(4) 



#W¥5-1 17 16 5 





ft & * -f * K 




E JS5 


1 


His-Asn-Gln-Glu-Val-Thr-Ala-Glu- 
Asp-Gly-Thr-Gln-Arg-Cys-Glu-Lys 


318~333 


+ + 


2 


Thr-Leu-Ile-Asp-Thr-Asn-Arg-Ser- 
Arg-Ala 


182—191 


+ + 


3 


Leu-Arg-Ser-Leu-Arg-Glu-Leu-Gly- 
Leu-Ala 


455—466 


+ 


4 


Tyr-Met-Pro-Ile-Trp-Lys-Phe-Pro- 
Asp-Glu-Glu-Gly-Ala 


610-622 


+ 


5 


His- Thr- A la-Asn- Arg-Pro-Glu- A sp- 
GLu-Cys-Val-Gly-Glu-Gly-Lue 


495~509 


+ + + + + 



[0 0 2 11 ±m$S%:1flt>W*>frfc&5\Z. c-erb 

b - 2 mm^mmom s»t s / stew <»mwm 

[002 2] 

mmmu c-e rbB-2saeT«c:«fcoT3-K 

3ftfcg#J©NSg4 9 5 5 0 9 ^TOSSO^^g 1 30 

&r>$i&LtcwxBmmt. wxttmmm®. (sp 

[0 0 2 31 ftif^^Ktt. TSySSEWHTAN 
RPEDECVGEGLT*^^f Hi, *t'J 

(KLH) ^^^T^kH^ffl^TSg^l^-ftT^ 
KLfc. f£K©;£&tt. G. Wa 1 t e r^W^ffi (P 40 
ro C. Natl, Acad. Sci, . 7_7_. 6 1 
9 7, 1 9 8 0) l^Ufc. ifcfc, ±S*gt® 
tUBa 1 b/cV^X^ffl^it. ££. *fflB&BS£-te, 
Behzadian, M. A. ^©#}£ (Cell 
Struct, Fund., 1 0 , 2 19, 198 
5) (CipUTfTftofc. X2"J— — >#liE L I SAS 

[0024] ^e.nfc^/^p-^iaftiit hc-e 

gift**, c - e r b B - 2 Itfc^fS fe©T*5*S 50 



c-erbB-2 ©5SSi!& s flM&£ftTV>5?Uffiiffl 
flS*SK-BR-III©geR?£' 6 S-me thion 

[0 0 2 5] 

[i. ^/^n-^^oise] 

[0026] 

[ (i) mmm&n<Dmm me^^f a 

lmg KLHt3mg^HS0. 1M'J>K&» 
}S(pH7. 2) f>T?. 2. 5X^^7-ncrb FT 

mmRfczntivtt. 3 sic. 7U-©^;v^;v7;vx 

hH*^<fc»fc, 0. 0 lUV>fflmWi (PH7. 
4) +0. 15M NaC 1 «J»T§#r£fT&o&. 
[0 0 2 7] 

[ (2) %&L 10 0/igJiIiefi:7D'f>H^ 
£75>aVX>Ffc, Balb/c-7")X©£Tl:l40 

writ? 3 0^ Lit. ^7?- f \znt^mt^mm en 

L I S AgrCf^fc. JftV7X I gGfcB^P 

3. 
[00 28] 

[ o) ®mm&] ft&zntcBa \ b/c^vzam 

K£$tiSU RPMI 1 640iSififpTfl$iffl^SffU 

m-r. v^7.#®fiaB)iasp2/o£s*iaefia»©i/5 

~1/1 Oft&H*., RPMI &S'l>Tl^V^a, #'JX 



—660— 



7 

?u>ifv 3- )v (to=m4 ooo. tmssn 

m&&Z&Z?tlt>\Z. lfcfclcaM>*fTfcV». HATSi 

>?U--y>?*Wz-Dtz.. Xi"J-^>^ttEL I SA 
[0 0 2 9] 

[ (4) ^/^D-^giftOIiSI] #e.nfc/w^u 
H-vSr, 15% FCS, -f>->a.'J 
^WcRPMI 1 6 4 0JHr?J8ftU X&ffl 

aHss (io'/k) ss^-rs. &3MK&. mmm 

[0 0 3 0] 

[II. c-e r bB- 2©gjK:*fr5 ; e/?n— 

#©&«] 
[0 0 3 1] 

[ (1) 6i#:©-9-^^5X©^] Ouchterlo 

igGt. n^nr^/^o-i-^^ixm^-v 

[0 0 3 2] 

[ (2) #^fi] -fe7r5"J;PS-3 0 Osuperf 
[0 0 3 3] 

[ (3) ttft<Dft&<&m »S-me thionint 

& a k * ft mrm u & s k - b r - 1 1 1 mm z pjmit 

«fc-5tti8fgj©gclir©ifc#&, SDS«gt*Wi (7. 5 

iTct^Z. 1 8 5kDaftjfil;:— #©A*>Fa<«gl3 

fcD. £0ffi#j&tc-e r bB-2g(&£g&UTV>£ 

[0034] 
[SUSW2] 
[0 0 3 5] 

[ (i) 7h*i'7-?'f-»©iis&] **/-;PXtt>>* 

^VWfcZ-i/ H (DMS D) iS^T, 7 H V7 V-Y v 

>t3- (2-tru3?;p^*) yptr^->^N-x^ 

S'WSSW (SPDP) etPEJMfc-ca&U 3-6 



(5) W5-117 165 

[0 0 3 6] 

[ (2) 7FW7^$/>tift#t©&&#:©ilK] * 

mm i rissbfc^ / # n-±»si# t sPDPt^ 

MT3 0~1 5 0 : . l©»&Tii-&U 3CCT3 0 
#MK£3-ti-fc. ii1?SPDP«)i«S«tt6~10 
mM£&«£3£IIBU *fiJfc©S PDP«PD- 1 

[0 0 3 7] ^©.fcSfcLTSPDP^ffiiLfcty? 

n-^-;u^#t±e^ (i) «-e#fcSPDP#E«ii7F 

^7V-f pH8. 0©5 OmMMJX^MKT 

Jfc©S P D P*5Wi7 HW7T-f -»»PD- 1 0* 
[0 0 3 8] 

[Hffi^3] |^»S0iI2T|S|Sbfc7HI/7^-»tSi 

Tffl^fciMBara- ^©3ss©a^3Siffliat!*-pT. s 

a? K-BR-IIK BT-474, MCF-7. Z.<J>W$ 
T«Hlfi©Sae^ c - e r b B - 2 ©|&3i*t>il>& < ft 

[0 0 3 9] 

[ (1) #&] gfflfi&Stt. &tSLfc*&£#K;tf7 

H^7T-f-»^ ^fe«m»itca&sw6sa8)ia©«sijK 

[0 0 4 0] «Kii5fiaia*tt» -hfai£<fcoT«!]JgU£ 

6, »iifiU#siai*Ms= (c.-ci) /Co 

.20 X 1 0 0©3KUfc#c>Tfl:fflWc:<, _h5£fc:fc^T, C 

st Ci«wi2w-ai^#iffl)!ascs^n-?n^-r. 

[0 0 4 1] 

[ (2) *§*] SK-BR-IIIfc^f •57HW7T'f 
OT&ofc. 0*. a btJ7 Hl^7V-f-> 

[0 0 4 2] *fc«KSiHBl!atC45ViT, JafiSI©5 0% 

40 Te-r-ss 2 ©*§*## sn&. 

[0 0 4 3] 
[IS2] 



-661— 



(6) 



#^¥5-1 17 16 5 



10 



M fl& (7) Sr 85 

jmI >JUJ flEi vj isi ah. 


I C so (10- 8 M) 


b / a 


a 


b 


SK-BR-III 


1.3 


30 


23 


B T — 4 7 4 


1.8 


> 100 


>56 


MCF-7 


2.5 


2.5 


1 



b/a : a tC^-TS b <T) I C s . <fi <Z) *d£ & . 

B T- 4 7 4 fc*?HT, 10- 7 MWT«7h' 
u r v -f u y © ts. 5- m £ x* tt 8 Sffl AS « % « IS 2 *i ft 



[0044] 

[ (3) ££] ±EIS*3&>6ifl6*»aJ:5t, *&Mffll 

-effl vifcstjs^j a , b <D®mm®mt. mmfc? c - e a? 

rbB-2©8££lCfkfiFUT£D. £©flU8«im-t 

[0 0 4 5] *&b/a©««»6, 

tt. SK-BR-III«ffl8&TfcL 7HV7-7-f-»#& 
S-SKJfc^T*^ 0#© 1 ©4>£*VH«© I Cso«## 

8&*£3tr*©-C&3. [0 0 4 8] 

[0 0 4 61 IC, BT-4 7 4«T, 7 F WTT-f [&3] 

-»m&8:-rmio - 'M&T©aftTttSMfi&xi*tt*a? 

& I* #J 0 «k * 

(1) 3l&#|2-et3iiLfc&£# 

(2) A & 

(3) {»dd7^ y — ;i/ 

(4) KU •> A 



5t>©T&3. 
[0 0 4 7] 

[££094 &Jttl©S£] TfB©g3fc^-r (1) ~ 
(4) <D£&»*m8*l 0 0 OmlHgfflsfcflfc. 7 
>^;HC 1 m 1 Tt3#&LT. aW^J 1 0 0 0 #£§3i£ 



[0 04 9] 

c-erbB-2 ©tf*S*£"j-«aOIMSfc#LT. 7 



40 



5 g 
9 K 

l g 

[Hi&©flMUMR9i] 

[01] JLftMlBSK-BR-IIICj 

[W^©RW1 

a : #S§9Jfc&S8^# 



—662— 




*T 9 HT 6 10' 7 

fifi^SJg (7 K i/>fc&£g) (M) 



(si) int. ci. 5 m^m^ ffnmmmn fi &ft&*fiffi 

A6 1K 45/00 ADU 8415-4C 
C 1 2 N 5/18 

C12P 21/08 8214-4B 



—663— 



